REMARKS 

The Applicant notes that the double-patenting rejection has been withdrawn, and thanks 
the Examiner. 

The Office Action also indicates that claims 5-8 are rejected under 35 USC 1 12, first 
paragraph, as claiming subject matter that was not explained in the specification such that one 
skilled in the art could make or use the invention. 

However, as previously explained in the previously-filed Declaration of Daryl Rees, the 
specification does provide an enabling disclosure of the claimed invention. Mr. Rees is the Chief 
Operating Officer of the Assignee of this patent application. Applicant respectfully disagrees 
that testing results on humans or non-human primates is necessary to enable one skilled in the art 
to make and use the invention. 

As Mr. Rees has explained, Parkinson's disease is a degenerative brain disorder, probably 
caused by the decreased activity of the neurotransmitter dopamine within the striatum of the 
basal ganglia. The basal ganglia are a set of structures buried deep within the brain that are 
involved with the control and sequencing of movement. The striatum is the part of the basal 
ganglia that receives connections from the motor areas of the cortex that are responsible for 
organizing movement commands. The striatum also receives connections from the dopamine- 
producing cells at the base of the brain where it connects to the spinal cord (brainstem). This 
particular part of the brainstem, which produces dopamine, is known as the substantia nigra. The 
cells of the substantia nigra connect to the striatum, where they release dopamine. Symptoms 
usually begin in middle to later life with trembling of the lips and hands, loss of facial 
expression, and muscular rigidity. As it progresses it may bring on body tremors, particularly in 
muscles at rest. Movements become slow and difficult; walking degrades to a shuffle. After 
many years physical incapacity may occur. Dementia occurs in some patients; depression is also 
common. 

Measuring the ability of drug candidates to upregulate neuronal receptors at appropriate 
locations of the cortex and neuromuscular system, so that transmission of relevant signals in the 
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neurons is possibly improved to compensate for the depleted dopamine levels in the Parkinson's 
patient, is therefore in principle a realistic approach to the treatment of Parkinson's disease. 

Measuring the ability of drug candidates to enhance general cognitive performance is also 
in principle a useful approach for assessing candidate drugs for possibly treating 
neurodegenerative disorders generally, including Parkinson's disease. 

A combined assessment strategy, using both receptor assays (Examples 1 and 2) and 
cognitive performance enhancement (Example 3) indicators, is therefore a credible strategy in 
the case of drug candidates for treating Parkinson's disease. 

From the data of Examples 1 to 3, and further on the basis of the detailed analysis of prior 
knowledge of the role of receptors in neurodegenerative diseases, as set out in the Specification, 
the claimed prediction of activity of smilagenin in treating Parkinson's disease was made. That 
predication was inherently reasonable at the time. Further, as set out below, that predication has 
been proved to have been accurate. 

The Assignee has conducted specific trials on cultured primary neuron cells relevant to 
neurodegenerative disorders, including Parkinson's disease. The results of these tests, and a 
discussion of them, are attached as Exhibit 1 to Mr. Rees declaration. The tests show that, as 
predicted in the application, smilagenin shows very good activity on these Parkinson's disease 
models. The tests also show that the activity on the Parkinson's disease models correlates with 
the activity shown in the application on the receptor screen in this type of compound (see Table 3 
of the application, which predicts activity also in sarasapogenin and no activity in disogenin). 
Thus, the description provided in the Specification was credibly predictive of activity in the 
treatment of Parkinson's disease, and a person of ordinary skill in the art would be able to 
determine this effectiveness of smilagenin, without any undue experimentation. 

Based on the foregoing, the subject matter of claims 5-8 was reasonably described in the 
specification to such an extent that one skilled in the art could make or use the invention. 
Withdrawal of the rejections of claims 5-8 on the is hereby requested. 
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A three-month extension of time in which to respond is hereby requested. A check for 
the extension fee is enclosed herewith. 



Howard Hughes Center 
6060 Center Drive, Tenth Floor 
Los Angeles, CA 90045 
Telephone: (310) 824-5555 
Facsimile: (310) 824-9696 
Customer No. 24201 

95852.1 



Respectfully submitted, 
FULWIDER PATTON LLP 




Scott R. Hansen 
Registration No. 38,486 
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